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29 30
hydrochloride corrseponding to Example 1. [ag-330.6 (b) napleiy, optionally eubaiated with 1-3 sobetin- zq
(c=0.05,CH,Cl,]; mp 260°-263° C_ enta independently selected from RY;

(c) Cy—C, cycloalkyl, opticnally substitated with 1-2
substitnents selacted from

EXAMPLE 9 independently Re
3 @%qﬂuﬂnﬂqﬁmﬂynﬁdﬁ:ﬂ:lﬂ:l-z
Cls-6-(4"-hydroxypheayl)-S-{4-(2-piperidin-1- substitoents Independently selected
ylethoxy)pheayl}-5,6,7,8 -tmhy&u:ﬁhhb- (l)lﬂﬂﬁﬂhﬂl%ﬂﬂﬂln_pmlw‘;
Following the procedures described for the preparation of O, .mi.dmwg;:wm
Example 1, the titla compound was obtsined 'H NMR 1o 1-3 substituents independently selected fram R*;
(CDCP): & 3.12 (m, 1H); 3.90 (m, 2H); 4.15 (d, 1H); () 2 six moembered beterocycle contwining up to two
6.15-6.72 (m, 11H); FAB MS (M+1) 430. heterostamas selectad from the group consisting of
-O-, -NR?. md -8(0),- optionally substituted with
BXAMPLE 10 1-3 mmbstiments indapendently salected from R*; or
15 @thqcﬂcdummmﬂmaflﬂnud:
1-(4'Hpmmmw)-z-(4' membered heterocyclic ring fused to & phenyl ring,
hydroxyphenyl)-6- said beterocyclic ring containing up to two heteros-
lﬂmmumwmm uN?“N:?dmﬁu-;o‘)? mmm:a&
Using the procedure of Examyile 3 described in step G, i) Indepndent selactnd from RS
substitnting N-2-chloroethylpiperidine hydrochlorde for x 2! ig Sbmtitcats y from
N-2-chloroethylpyrrolidine  hydrochloride, the titls com- () -O(CH,), CRR®-;
pound was obtained. *H NMR (CDCL): 8 2.65 (m, 2H); 2.75 ® % . or
(m, 2H); 5.45 (s, 1); 6.50-7.00 (m, 11H); FAB MS(M+1) © %a_;
445. 3 Gi-NRR%
EXAMPLE 11 Vo -
1 -(4-Pymuolidinosthoxoxyphenyl)-2-(4*- fucrophenyl)- () -CHe=CH-;
6-hydraxy- 1,2,34-trabydrolsoquinoling hydrochiodde 3o %%!
The title compound was cbtained using the procedurs of (©) S00).~
Example 3 deserihed in step A, scbetituting 4-fluarosniline '
for 4-methoxyaniline. '"H NMR (CDCL,): 8 212 (m, 2H); 0
.63 (m. 2 445 (m, 25 610 G 1ED; 75 (m, 2 &
MS(M+1) 433.
EXAMPLE 12 ngu-'
M -NR?CO-;
1-4-{Pyrrolidinoethoxyphenyl)-2- ©
phenyl-6-hydraxy-1,2,3,4 -tetrahydroisoquinoline ®
hrydrochloride
‘The title compoond was prepared using the procedurs of i
Exampls 3 described in mecp A, substituting aniline for
4-methoxyaniline. '"H NMR (CDCL,): 8 1.70 (m, 4H); 2.70 45
(m, 2H); 4.00 (m, 2H); 5.70 (s, 1H); 6.60-7.25 (m, I2H);; o
FAB MS(M+1) 418, (k) -Ce=C-;
Wo claim: 2  aro independent!
1. A compound of the formnla: n Rm;“
g I (b) C~C,, olkyL;
& R'is
B b (s) hydrogen;
balogen;
ss (c) C,-G, alkyl;
(@) C-C,, alkoxy;
B—y () C,-C, acylaxy;
7 (f) Cy~C, alkylthio;
(= (8 C,-C, alkylsulfinyl;
. A" o (d) C,~C, sikylsuifonyl;
wherein: (1) hydraxy (C,-C Jalkyl;
Als CH,; G)-ryltc,_—CJ-nwl;
B, D and E am CH: 9.?33**-
Yis CONHOR:
(a) phenyl, optionally mbstitnted with 1-3 substitpents “ g-so.mm.
indepemdently selected from R*; (o) -NH,;
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k) |
(p) C,-C aikylaming;
E:)) G mlllﬂm:
o) - .
(1) -aryl; or
(u) -OHL
R* mud R® arn independentty C,~Cy alkyl or together foem
1 C5-C, carbocyclic ring;
- R” nd R" in ring fiorm may optionslly be substituted with

up to thres substituents independently selected from °

C,—C, alkyl, halogen, alkoxy, hydroxy and carboxy;
a ring formed by R” and R® may be optionally fused to a
pheayl dng;
ebrlar;
pis0,1,2ex3;
qis0,1,20r3
end optical and geometric isomers thereof: and nontoxdc
pharmacologically acceptable acid addition salts,

32
3. A compound of claim 2 wherein G ia

I A0

4. A compound of clsim 3 wherein R* is H, OH, Far CL.

§. A compound of claim 4 wherein:

B and B are CHL

6. The compound of claim 1 which is

(=)-Cla-6-phenyl-5-[4-(2-pymrolidin-1-yl-ethaxy)-phenayl]
-5,6.7.8 -tetrahydronaphthalen-2-ol.

7. The compound of claim 1 which is

Cis-6-phanyl-5-[4-Q-pymolidin-1-yl-sthoxy)-phenyl1-5,
6,78 -tetrahydronaphthalen-2-ol.

8. A pharmacentical composition for treating or prevent-

N-oxides, esters, und quaternary ammormium salis ™ ing osteoparosls comprising & compound of claim 1 and &
thereof. pharmacentical

ZAwﬁmdddﬁﬂluﬁhdﬁHMNE

5o,

& 264

yphexyl)-5-[4-2-piperidin-1
-intrahydronaphthalen2-al.

ly acceptable carrier
9. A method of tresting or preventing osteoporosis in &

mammal which comprises administering to a mammal in
need of such trestment a effective smount of compound of
claim 1

10. The compound of claim 1 which is Cls-{ 5-(4-flnoro-

phenyl)-5-[4-2-piperidio-1-yl-cthoxy)-phenyl}-5,6,7,8-et-
mhydvonaphthalen 2-ol

11 The compound of clsim ] which is Cig-(6-(#'-ydrox-
-yl-ethoxy)-pbenyl}-5,6,7.8

>

290
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This invention relatey 1o estrogen sgonists and antago-
nists andl their phavmaceutical uses.

BACKGROUND OF THE INVENTION

Thvﬂudmmﬂymnﬁumndm
compouitions demonatrating nclivity hes been
in their medical and therapentic uses. A traditional linting af
the thempeutic applications for estrogens alone or in com-
mmmmummm oral contracep-
tion; relief for the symptoms of menopsuse; prevention of
threattned or habitnal shortion; relisf of dysmenorrhea;
relief of dysfonctional uterine bleeding; sn aid in ovazign
development: trestment of acne; diminotion of excessdve
;mmhdbodyhlﬂnm(hnmm).tbmd
umvuuﬂlrdlun umaf

Bazis Of Therapentics (Seventh
lishing Company, 1985, pages 1421-1423).
there hag been increasing interest in finding newly synthe-
sized compositions sd now uses for proviomly known
which sve demomstrably estrogenic, this is, shls
Lo mimic the action of estrogen in estrogen nesponsxive tieus,
From the viewpoint of pharmacologists interested in
developing new drugs useful for the trostment of human
Glscases mnd specific pathological conditions, it is most

importam 1o procure compounds with some demonstrable
estrogen-Hko function but which are devaid of proliferstive
side-effects. this lsiter view, osteoporosis, &

disense in which bons hecomes increasingly ,mare fragila, s
groaily amelorsted by the uss of fully active estrogens;
however, dus 10 the recognized incressed risk of nmterine
cancer In patiess trestod with active estroprns,
it is not clinically advisshic to treat ostcoporoals in intact
women with folly active estrogans for prolonged periods.
Accordingly estogen sgonisia are the primary interest and

wi-nmmmm
by low bone mass and deterioration of bone tissue, with a
con incroase in hunﬁuiluylndllmqliunvm
fracturo. In the U.8, the condition affects more that 25
miilion people and causes more than 1.3 million fractares
each year, mmmmommmupmum
wﬂummﬂl These cost the nation aver $10
billion. Hip Fractures mtbmnuuinm.whhﬁ-ﬂof
paiients dying within ans yesr, and over 50% of survivars
being incapacitatad.
mmmnmﬂ*dmmm
pmblem therefore predicted to increase significently with
the aging of the population, Worldwide fractore incldence is
forecast to increme three-fold over the next 60 yosrs, and
one stndy estimaes that there will be 4.5 million Hp
[ractures worldwides in 2050.

Women aro at grester risk of ostroporosis than men,
Women experience a sharp acceleration of bane logs during
the five ycarn following menopanse. Other factors that
increass the risk include smoking, alcohol abuse, a sedentary
lifestyle and low calchum intaks.

Bsirogen ia tha agent of choice in proventing ostecparosis
or post menopausal bons loss in women; it is the only

10

2

treatmant which unequivocally rednees fractures. However,
ostrogen stimulates the nteras end is associated with an
increased risk of endometvinl cancer. Although the risk of
endometrial cancer is thought 1o be redocad by & concurrent
use of a progestogen, there Is atill concern sbout possible
increased risk of breast cancer with the vse of estrogen.

Black, ot al. in BP 0605193A]1 report thai estrogon,
paticnlarly when taken orally, lowers placma levels of LDL
and raises those of the beneficial kigh density Hpoprotaine
(HDL's). Long-torm estrogen tharmpy, however, has been
impHlested in a varicty of disorders, including an incresse in
the risk of utedine cancer and possthly brasst cancer, causing
many women to avold this trostmant. Recently soggested
therapeutic regimens, which seek to legsen the cancer risk,
such 88 administering combinstions of progesiogen and
estrogen, canae the patismt 1o cxpericnce unacceptabio
bleeding. Furtharmore, combining with estro-
gen seems to hinnt the serum cholestern) lowesing efficts of
astrogen. The significant undssirshis effects essocisted with
estrogen thempy suppost the need to develop alternative
themples for hypercholestérolomin that have the desimble
cifect on sarem LDL. hut do not cause undnximhle effects.

There is 2 need for improved estrogen agonists which
oxmt soloctive offocts on different tissues iz the body.
Temaoxifen, 1-(4-p-dimethylaminoethoxyphenyl)-1,2
~diphenyl-boi-1-ene, is m antiestrogen which has a pallia-
ﬂwaﬁnmhuw.hhmﬁbmm
activity In the ptproa. Gfll-Sherma, ot al.,, J.
aurm:yumn 395, discioss thet txmondfon st 200

and 400 mg/kcg/day reduces the weights of the testes and
sccondary max orgens in male rats.

Recently i bas been (Osteoporosis Conference
Scrip No. 1812/13 Apc 16720, ma.p.mtmm

estrogen on bone snd Hpids but, mlfks estrogen, has mind-
mal prerine simmlatory
10{1). 1987 p 31-36 Jordan, V. C. et al).

Naubaner, et al, The Prostate 2:3:245 (1993) teach that
raloxifene trextment of male rats produced regression of the
veniral provias,

Raloxifene and related compounds are described e anti-
estrogen and antiandrogenic matarials which are effective in
the treatmen of certain mammary and cancers. See
U.S. Pal. No. 4,418,068 and Charles D. Jooes, ot al., J. Med
Chem. 198.4, 27, 1057-1066.

Jonea, ct al in U.S. Put, No. 4,133,814 describe derivatives
of 2-phenyl-3-sroylbenzothiophane and 2-phenyl-3-sroyl-
bemothiophene-1-gxides which are useful ss mntifertiity
agents as well a5 suppressing the growth of mammary
tomors.

Lednicer, ex al., J Med. Chem., 12, B8] (1969) doscribed
estrogen antagonists of the structore

effect. (Breast Cancer Res. Troat.

8
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(54) Use of droloxifene for the manufacture of a medicament for Increasing serum levels of

testosterons
(57) The use of a compound of tha formula (1) or of wherein:-
a pharmaceutically accaptable salt thereof: R! and A? may be the sams or different provided
that, when R and A2 are the same, each is & methyl or
i athyl group, and, when R' and 2 are differant, one of
. them is a methyl or ethyl group and the other ls hydrogen
0=—CHgCH N or a benzyl group;

ot (I for the manufecture of a medicament for increasing se-

rum lavels of testostarons.
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Description 3
BACKGROUND OF THE INVENTION

In males, amall amounts of astrogen are producad by aromatization of testoaterone both in the testes and paripharal
tisauss. Although present in only amall amounis, genanally lees than one-fourth io ane-lenth that in promencpausal
waman, astrogen may play a role In the regulation of the mala hypothalamic pituitary gonadexis, bone development,
development of the proatate and metabolic functien. in the hypothalamus, convarsion of tastosterone o estrogen resulls
in negative feadback on gonadotropin releasing homone and subsequent gonadotropin release. Estrogens thus nor-
mally reduce circulating testosterone and antl-eetrogens reault in corresponding increases. As men age, the proportion
of {at to lean tissue greduelly Increases. Aromatization of testosierone in fat may lead to gmdually increasad estrogen
1o testosierone ratios and negative feadback that reduces total tesiostarone levela.

Hypogonadism is recognized as a comman occurenca in oldar males. A number of studies have suggasted that
hypogonadism may result in some of the obeerved decrements in muncle and akeletal mass asaociated with advancing
age. Racent studies have asupgested that andmgen therapy produces a small but significant improvement in muecie
strength in sugonadal males. Teatoatarone daficiency has been associaled with hip fmcture, and bone mass has been
corralated with testosterone levels In oider parsona.

Matas who received testosisrone had a significant increase In bicavalisbls testostarone concentration, hamatocrit,
right hand muscle strength and osteacalcin concentration. They had a decrease In choleaterol (without a change in
HDL-cholasterol) levels and decreased BUN/Creatinine ratios. Morlay, et al. JAGS 41:148-152 (1803).

The sstrogen antagonist tamexifen has besn usad in males 1o ireat advansced breast cancer. Treatment with
tamoadian has bean shown 10 Increase serum levels of taslosisrona in both mammal and ollgozoospenmic men. (Lewis-
Jones, ol al,, andralogia 18 (1): 86-80 (1667)). In addition, the antl-esirogen clomiphene la used to treat decreasad
fibido, hypogonadotrophic hypogonadiem and assoclated infertibty. A potential role for antl-ssirogena in the oider male
haa not been eystematically avaluated.

Droloxitena (Formula |, balow, R?, A2 = methyl) ls a new tisaue-apecific estrogen agonist/antagonist that is being
daveloped for the traatment of advanced breast cancar and osteoporosia. Although drolxifene has been studiad in a
few men with edvanced colon or pancreatic cancer, ita andocrine effacis in the normal male have not bean siudied.
Drolaxifene Ie chemically related to tamoxifen, but in preciinical studies In mts |s devold of tamoxifen's hepatocar-
cinogicity. In humans, drolaxiiene has a superior pharmacokinetic profite with fewer, inactive, maiebolltes a shorter
half life of 24 hours {vs. tamoxiien‘s 1 to 2 weeks and multiple metaboliiss).

SUMMAHY OF THE INVENTION

The presant invention relates 1o mathods for increasing aerum levela of teatosierona comprising administering to
a mammal in need of auch treatment an effective amount of a compound of formuta |

whereln

R! and A may be the same or differant provided that, when R and R are the same, each is a methyl or ethyl
group, and, when F" and F are different, one of them is a methyl or ethyl group and the other is hydrogen or & benzyl
group; or a phamaceutically accaptable salt thereol. A preferred compound of formula | is that (n which R! and R2 are
methyl. A prelemed salt ie the clirate salt
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DETAILED DESCRIPTION OF THE INVENTION

The present invention concemns methods for increasing serumn levala of testostarone In a mammal. The present
methoda include both medical tharapeutic and/or prophylactic treatment, as appropriate. Low lasiosterone lsvels, es-
poclally &1 the eidarly, mnary lead 1o inailly, Wmpatence and lowsred fbido,

The methods of this invention are practiced by administering to an individual in need of treatment an slective
amount of a compound formula |

(n

whersin

R! and A2 may be the same ar diflerant provided that, whan R’ and R2 are the aame, each is a methy] or sthyl
group, and, when R and R2 are different, ons of them is a methyl or ethyl group and the cther is hydrogen or » benzyl
proup; or a phamacautically acceptabile salt thereol.

Compounds of forrmula | are known In the art and essentially are prepared via the methods deecribed In U.S. Pat.
Ne. 5,047,431, which Ia hereby Incorporated herein by reference.

A prefarred formula | campound is that In which A! and 2 each are mathyl This preferrad compound Is known
a8 drolocudfene which previously has been described as an antisstrogenic ageni and is uselul for the treatment of hor-
mone dependent mammary tumore (U.S. Pat. No. 5,047,431), and for the rellsf of bone diseasas caused by the defl-
clency of astrogen or the ke (U.B. Pat. No. 5,254,504). Furtharmore, drolaxifens Is known to have less uterotrophic
effact than cther antleatrogenic compounds such as ternaxiien.

Although the free-base form of formula | compounds can be used in the mathods of the present invention, it s
preferred to prepare and use a pharmacsutically acceptable salt form. Thus, the compounds used In the methods of
thie invention form pharmaceutically accepiable acki and base addition salls with a wide variety of Inorganic and,
preferably, crganic acids and include the physiclogically acceptabile salts which are often used In pharmaceutical chem-
istry. Such salts are aleo par of this invention. Typleal Inorganic ackia usad to form such aalts include hydrachloric,
hydrcbromic, hydroiodic, nitric, eulfuric, phosphoric, hypophasphoric, and the (ka. Salts derived fram omganic acids,
auch as allphatic mono and dicarbaxylic acids, phenyl substitutad alkanoic acids, hydroxyaliancic and hydroxyalkan-
dioic acide, aromatic acids, aliphatic and aromatic sulfonic ackis, may also be used. Such pharmacsutically acceptable
salis thue Include acetate, phanylacatate, Uifluorcacetats, acrylate, ascorbats, benroats, chiorobenzoats, dinliroben-
zoate, hydrosybenzoate, methoxybenzoate, methylbenzoats, o-acetoxybenzoate, naphthalene-2-benzoate, bromide,
lscbutyrate, phenybutyrate, B-hydroxybutyrais, butyne-1,4-cloate, haxyne-1,4-dioate, caprate, caprylate, chioride, cin-
namate, citrale, formate, fumarate, giycoliate, hepiancats, hippumte, laciale, malaie, malests, hydroxymaleats,
malonate, mandeiate, mesylats, nicolinate, isonicotinate, nitrate, coalate, phthalate, tarephthaiats, phoephate, mono-
hydrogenphosphats, diydrogenphosphate, metaphosphats, pyrophosphats, propiotate, proplonate, phenylpropion-
ate, ealicylate, sebacate, succinale, suberate, sulfate, bisulfate, pyrosuliate, sulfite, bisulfite, sulfonats, banzenasul-
fonate, p-bromaphenylautionate, chiorobenzanesuffonats, efhanesullonate, 2-hydroxysthansesulionate, mathanesul-
fonate, naphthalene-1-eutionate, naphthalene-2-aulfonats, p-toluenesulionate, xylenesulionate, tariarate, andtha lika.
A prefemed sak |s the cltrale salt.

The phamaceutically acceptable acid addition salla are typically formed by reacting a compound of {formula | with
&n equimolar or axcaes amount of ackl. The reactants are genemlly combined in a mutual solvent such as dieihyl sther
or benzene. The ealt nonmally precipliates out of solution within about one hour to 10 days and can be isclated by
filtration or the salvent can be stripped oft by conventional means.

The pharmacautically accoptahle saks of formula | compounds genemlly have enhanced solublity characteristics
campared ta the compound from which they are derived, and thua ara oftan more amenable to formulation as liquids
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of beer. 3?’2’

4. Clinkcally significant abnommalities on acresning electrocardiogram.

The siudy is of parallel design and placebo controlied comparing two dosea of & compound of formuia | at 10 and
40 mg/day ve. placabo for 14 weaks. Subjecis are randomized to compound or placaebo. Tastosterone lovels are meas-
urad evary two weaka with the RIA, Coat-a-Count Kit available from Diagnostic Products Co. 5700 W. B6th Street, Los

Angeles, CA 80045. A sirtistically significant increass intestosiarons levels over the placaboindicates that a compound
of formuia | Is affective In Incraasing eerum testnaterana.

Claima

1. The use ol a compound of the formula ([} or of a pharmacologically acceptable salt thereof:

0—=CHaCHoN

wherein ;
A! and A2 may be the same or dilflgrent provided that, when A! and A2 are the same, sach ks a methyl or

ethyl group, and, when R and AR are different, one of them le & methyl or ethyi group and the cther ie hydrogen
or a banzyl group; for the manufacture of a medicamant for increasing serum levels of testoaterona.

2. Ause according to clalm 1 whereln the compound of farmula [ s & compound wherein R and R2 each are maethyl,
or a phanmacaeutically acceptable safl thereol.

4. Ause according to claim 1 or 2 wherein aald sal therecf |s tha ciirate salt.

291
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Bogota, D.C., Agosto 14 de 2008

Abogado

ALVARO CORREA ORDOREZ

ASUNTO Radicacién No. 00 097 876
Tramite 002
Evento 001
Actuaclén ..
Oficio No. vuu '-‘4607 73
Follos 0

Como resultado del examen de patentabllidad de la solicitud de patente de
invencién, realizado seguin lo establece el articulo 45 de la Declisién 486 de la
Comisién de la Comunidad Andina, se notifica el sigulente concepto técnico:

Titulo de la solicitud: "Composiciones y procedimientos para el tratamlento de
afecciones que responden a un aumento de Testosterona®.

1. Documentos estudiados

Para el presente estudio se tuvieron en cuenta el capitulo descriptivo
comprendido en los follos 173 - 251 y el capltulo relvindicatorio de los folios 252
— 268 de la solicitud.

2. Objeto de la Invencién

El objeto de la presente solicitud de patente de invencién consiste en:

Las reivindicaciones 1 — 8 se refleren a un procedimiento de tratamiento que
consiste en administrar un agonista/antagonista de estrégenos, de formulas (l),

(1A), (1I):



(n

Las reivindicaciones 9 - 11 se refieren a un estuche que comprende una
composicién farmacéutica e instrucclones para utilizarla.

El problema planteado en esta solicitud es la necesidad de tratar disfuncion
sexual masculina y dismunicién de libido femenina.

Para resolver este problema técnico la solicitud en estudio proporciona un
procedimiento de tratamiento que consiste en administrar un
agonista/antagonistas de estrégenos, de formulas (1), (I1A), (11).

El objeto de la invencién definido anteriormente se clasificé de acuerdo con la
IPC: A681 K 31/138 /I 31/435 // 45/00 /! 45/08.
A 61 P 5/30 // §/32 /I 15110 /I 15112.

También se reivindica prioridad de la Solicitud de Patente de los Estados
Unidos US 80 175 704 de enero 12 de 2000, con respecto a la cual la facha de
presentacion de la actual solicitud cumple el plazo méaximo permitido.

3. Excepclones a la Patentabllidad

El articulo 20 de la Decisién 4868 establece: “No serdn patentables: d) los
métodos terapéuticos o quirirgicos para el tratamiento humano o animal, as/
como los métodos de diagnéstico aplicados a los seres humanos o a animales”

Las reivindicaciones 1 — 8 se refieren a un procedimiento de tratamiento que
consiste en administrar un agonista/antagonista de estrégenos, de férmulas (1),

(1A), (In).

Se observa que el método de tratamiento de las reivindicaciones 1 - 8 que
comprende administrar un agonista/antagonista de estrdgenos, no es
patentable de acuerdo con la norma citada, que especifica que los métodos
terapéuticos para el tratamiento humano o animal no son patentables.

En conclusidon, el método de tratamiento de las reivindicaclones 1 - 8, que
comprende administrar una composicién, no es patentable de acuerdo con el
Art 20, literal d), de la decision 486.

4. Unidad de Invenclén

El articulo 25 de la Decisién 486 establece: “La soflcitud de patente sélo podra
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comprender una invencién o un grupo de invenciones relacionadas entre sl, de
manera que conformen un unico concepfto inventivo”,

En una solicitud de patente se puede reivindicar:

a) una sola invencion; o

b) un grupo de invenciones relacionadas entre sl por un dnico concepto
inventivo.

Cuando se trate del caso b), se debe considerar que el concepto inventivo Gnico
que relaclona las invenciones debe ser técnico, cumplir por sl mismo con los
requisitos de novedad y nivel inventivo, y ser comin a todas las
reivindicaciones.

Las relvindicaciones 9 - 11 se refieren a un estuche que comprende una
composicion farmacéutica e instrucciones para utilizaria.

Se observa que las reivindicaciones 9 - 11 que se refleren a un estuche que
comprende una composicién farmacéutica e Instrucciones para utilizaria, no
mantienen el principio de la unidad de invencién porque la composicién no
pertenece al mismo campo técnico que las instrucciones para utliizaria.

Dichas instrucciones para utilizarla pueden ser protegidas mediante el Registro
de Derechos de Autor.

Debe hacerse la correcciéon respectiva.
5. Determinacién del Estado de la Técnica

El articulo 16 de la decisidn 488 de la comisiéon de la Comunidad Andina que
establece que "E/ estado de la técnica comprendera todo lo que haya sido
accesible al publico por una descripcién escrita u oral, utliizacién,
comercializacion o cualquier otro medio antes de la fecha de presentacién de la
solicitud de patente o, en su caso, de /a prioridad reconocida.

Solo para el efecto de la determinacién de la novedad, tarnbién se considerars
dentro del estado de la técnica, el contenido de una solicliud de patente en
trémite ante la oficina nacional competente, cuya fecha de presentacion o de
prioridad fuese anterior a la fecha de presentacién o de prioridad de la solicitud
de palente que se estuviese examinando, siempre que dicho contenido esté
Incluido en la solicitud de fecha anterior cuando ella se publique o hubiese
transcurrido el plazo previsto en el articulo 40°.

Considerando que la fecha de presentacién de la primera solicitud de patente
de la cual se reivindica prioridad es enero 12 de 2000, se consultaron las bases
de datos y los archivos con que cuenta la entidad con fecha de publicacién
anterior y se encontraron los siguientes documentos que anticipan los
compuestos mencionados en esta sollicitud:

No. Documento Thtulo Fecha de
Publicacién
D1 US 5552412 S-substitued-8-cyclic-5.8,7,8- Sep 3, 1080
tetrahydronaphthalen2-ol

.| compounds which are useful for

freating osteoporosis _ _
D2 EP 0 783 981 Use of droloxifene for the | Sep 10, 1087
manufacture of a medicament for
increasing serum levels of
testosterone
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El articulo 14 de la Declisién 486 de la Comisién de la Comunidad Andina
establece que “Los Palses Miembros otforgarén patentes para las invenciones,
sean de producto o de procedimiento, en todos los campos de la tecnologla,
siempre que sean nuevas, fengan nivel inventivo y sean susceptibles de
aplicacién industriai”.

6. Evaluacién de los requisitos de Patentabilidad

En cumplimiento del articulo 14 de la Decisién 486, se procedié a evaluar el
cumplimiento de los requisitos de novedad, nivel inventivo y aplicacién
industrial, con el fin de establecer la patentabilidad de la invencién reivindicada
en la solicitud en estudio.

Evaluacién de la Novedad

El Art. 16 de la Decision 486 de la Comision de la Comunidad Andina establece:
“Una invencibn se consideraré nueva cuando no estd comprendida en el estado
de la técnica. El estado de la técnica comprenderé todo lo que haya sido
accesible al pablico por una descripcibn escrita u oral, utilizacién
comercializacién o cualquier otro medio antes de la fecha de presentacién de la
solicitud de patente, o, en su caso, de la prioridad reconocida.

Solo para el efecto de la determinacién de la novedad, también se consideraré
dentro del estado de la técnica, el contenido de una solicitud de patente en
tramite ante la oficina nacional competente, cuya fecha de presentacion o de
prioridad fuese anterior a la fecha de presentacion o de prioridad de la solicitud
de palente que se estuviese examinando, siempre que dicho contenido estd
incluido en la solicifud de fecha anterior cuando ella se publique o hublese
transcurrido el plazo previsto en el Art 40",

ﬁ:t)a (solicitud menciona agonistas/antagonistas de estrégenos, de férmulas (1),
, (N):

()

30|
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So observa que los agonistas/antagonistas de estrdgenos mencionados en esta

solicitud eran conocidos, asl:

D1 enseila (ver follos 2985, 297, 253 y 259), compuestos de formulas (1) y (IA):

"#—a
‘;—(;?_T
art® () ,()g-o. (1A)

D2 enssiia compuestos de férmula (1l) (ver folios 261 y 299).

2
Q—CH TN N

X -
S ®
. (i

Se observa que los agonistas/antagonistas de estrégenos mencionados en esta
solicitud no son nuevos.

7. Concluslén

En conclusion, los requisitos de patentabilidad de la presente solicitud estén
afectados asl:

ltem Documento Reivindicaclones Requisito que afecta
afectadas

D1 US 5 552 412 1-11 Novedad

D2 EP (0 793 9§81 1-—-11 Novedad

En cumplimiento del articulo 45 de la Decision 488 de la Comisién de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de
sesenta dias contados a partir de la fecha de la notificacion de la presente
comunicacion. En caso de no dar respuesta al presente requerimiento o si a
pesar de la respuesta subsistieran los Impedimentos para la concesién, se
denegara la patente.

oflpib conforme a lo dispuesto en el numeral 5.2, literal
ftulo primero de la Circular Unica No. 10 de 2001.

! PEDES DE VERGEL
Jefe de la Division de Nuevas Creaciones.

El anterior’ requerimiento fue notificado por filacién en lista, de fecha

CONCEPTO TECNICO EXAMINADOR TECNICO
No. 1336 Cédigo 202007
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SUPERINTENDENCIA'DE INDUSTRIA Y COMERCIO

RADICACION: 0-07876 EDICTOWo. 810

LA BECRETARIA GENERAL AD-HOC
HACE SABER:

Que esta Superintendencia profirid® Resolucién No. 34882 de 20-DIC-2008. Que & contenido de la parte resolutiva es como sigue: El
Superintendente de Industria y Comerdo.

RESUVELVE

ARTICULO PRIMERO: Negar el priviegio de patente de invencién para la solicihud
comespondients a ‘COMPOSICIONES Y PROCEDIMIENTOS PARA EL TRATAMIENTO DE
AFECCIONES QUE RESPONDEN A UN AUMENTO DE TESTOSTERONA'.

ARTICULO SEGLUNDO: Notificar personaimania al contsnido de la presente resoluciin
ul docior Aivaro Comea Ordofiaz, 0 & quian hage sus veces, an su callkdad de apodarado de
Pfizer Products inc., entregdndols copla de la misma, advirtidndole que contra alia procade
ol recurso de reposicidn interpuesto ante &l Superintendents de Industria y Comarcio, al
momenic de ka nolificacién o dentro da ins 5 diss héblles sigulentae a alla.

NOTIFIQUESE Y CUMPLASE
Deda en Bogotd, D.C., & los znnll‘.a;l_li

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

Para notificar a los interesados, se fila o EDICTO an lugar visible al piblico en la SUPERINTENDENEIA DE INDUSTRIA Y

COMERCIO, por of tismino de {10) diez dias coniados a partir da las 8:00 a.m. de hoy.

Secretaria General Ad-Hoc 10-ENE-2007. lcio se dasfija hoy 23-ENE-2007 a las 4:30 p.m.
Secretaria Generel Ad-Hoc

EDICTO No. 810

http://10.20.1.11/Documentos/ApEdictos/edictos.php?fecha=10-1-2007&kini=120 09/01/2007



